Hereditary hemochromatosis (HH) is a rare disorder related to mutations in the HFE gene (1) . These mutations cause increased iron absorption from intestine and accumulation in several organs, impairing organ functions (2) . Increased iron accumulation causes liver fibrosis, elevation in liver enzymes, cirrhosis, hepatocellular carcinoma, hearth failure, arthritis, and diabetes mellitus (3) (4) (5) . To avoid complications, the iron overload is decreased; phlebotomy is the cornerstone in treatment (6).
Vanclooster et al. (7) performed a double-blind, randomized, placebo-controlled trial comparing the phlebotomy frequency between 31 C282Y mutation homozygous-positive patients with HH who were treated with a proton pump inhibitor (PPI) (pantoprazole 40 mg/day) plus phlebotomy and those treated with phlebotomy plus placebo. PPI inhibits iron absorption; therefore, it can be used for treating hemochromatosis with an additional therapy (8) . Both study groups were homogeneous and there was no difference in age, age at diagnosis, sex, and phlebotomy frequency in the year before the study. During the study, the total phlebotomy count decreased in the PPI group (PPI vs. placebo: 1.27±1.03 vs 2.60±1.55, p=0.0052). In the PPI group, one patient had Campylobacter gastroenteritis, which was resolved in 3 days. In the placebo group, two patients experienced abdominal discomfort and one patient experienced fatigue at the end of the study. At the end of one-year follow-up, three patients (placebo group, 2; PPI group, 1) described an increase in arthralgia. There were no serious adverse effects in any patient during the study period.
The ferritin level was significantly higher in the beginning of the study in the PPI group (PPI vs. placebo: 74.40±27.55 vs. 57.53±10.02, p=0.039); however, after 12 months of add-on treatment with PPI, the ferritin level was lower in the PPI group than in the placebo group, with a lower phlebotomy need. The difference between the ferritin levels in the two groups was statistically significant (PPI vs. placebo: 90.53±46.18 vs. 125.80±37.06, p=0.0145). However, the ferritin levels increased in both the groups at the one-year follow-up; there were no serious side effects due to PPI use in the one-year follow-up period.
The small number of the study population was the limitation of the study; it was lower than the advised number with power analysis. This double-blind, randomized, placebo-controlled study clearly showed the decrease in phlebotomy frequency with the use of PPIs in C282Y mutation homozygous-positive patients with HH; however, it is still early to advice PPIs as an add-on therapy to routine phlebotomy. Further studies with a larger study population and a longer follow-up duration are required to evaluate the safety and efficacy of PPIs as a treatment option in patients with HH.
